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胞癌中 Sorafenib 对 AIB1 蛋白表达的影响以及调控的分子机制；与此同时我们
也研究了 AIB1 在 Sorafenib 发挥抗肿瘤效应中所介导的作用。 
我们的研究表明在肝细胞癌细胞系中 Sorafenib 可以剂量和时间依赖式的抑
制 AIB1 蛋白的表达。进一步研究结果显示，Sorafenib 并不能减少 AIB1 mRNA
表达水平，也不能加速 AIB1 蛋白的降解，但却可以显著的抑制 AIB1 蛋白质的
翻译过程。与此同时我们的研究也表明 Sorafenib 对 AIB1 蛋白质翻译的抑制至
少部分是通过其对 eIF4E 和 mTOR/p70S6K/RP-S6 信号通路抑制来实现的。在肝细
胞癌细胞中过表达AIB1可以显著减少Sorafenib所诱导的细胞凋亡；而下调AIB1
则可以促进 Sorafenib 所诱导的细胞凋亡。这说明 Sorafenib 诱导的 AIB1 蛋白下
调可能参与到 Sorafenib 的促凋亡作用中。另外，我们的研究同时表明 AIB1 可
以通过影响 Sorafenib 所诱导的活性氧产生进而对 Sorafenib 的促凋亡作用进行调
控。在裸鼠成瘤模型中研究表明，在肝细胞癌肿瘤组织中 Sorafenib 仍然可以显
著抑制 AIB1 蛋白表达，并且下调 AIB1 可以显著的增加肿瘤对 Sorafenib 的敏感
性。 




































     Sorafenib is an oral multi-kinase inhibitor and represents a major breakthrough 
in the therapy of advanced hepatocellular carcinoma. However, the mechanisms of 
Sorafenib mediated-antitumor affects in HCC have not been fully elucidated. AIB1 is 
frequently overexpressed in human HCC tissues and promotes hepatocellular 
carcinoma progression. In our study, we investigate the effect of Sorafenib on 
expression of AIB1 protein and the mechanisms of Sorafenib regulated AIB1 
expression. In addition, we also focus on that the role of AIB1 in Sorafenib-mediated 
antitumor affects. 
We found that Sorafenib downregulated AIB1 protein expression in a dose and 
time dependent manner in HCC cells. Further analysis indicated that Sorafenib did not 
either decrease AIB1 mRNA level or promote the degradation of AIB1 protein, but 
Sorafenib inhibited translation of AIB1 protein through inhibiting eIF4E and 
mTOR/p70S6K/RP-S6. Overexpression of AIB1 substantially diminished 
Sorafenib-induced cell apoptosis. In contrast, downregulation of AIB1 significantly 
promoted Sorafenib-induced cell apoptosis. These results demonstrate that Sorafenib 
induced AIB1 downregulation contributes to pro-apoptotic effects of Sorafenib. In 
addition, our results suggested that AIB1 mediated Sorafenib-induced cell death at 
least in part through effecting ROS level in HCC cells. In xenograft tumors, Sorafenib 
could significantly down-regulate AIB1 protein expression and downregulation of 
AIB1 enhanced sensitivity of tumor to Sorafenib in vivo 
Taken together, our study suggests that AIB1 is a downstream mediator of 
Sorafneib’ antitumor effects and provide theory for the application of individual and 
combinational drug treatment in future HCC therapy. 
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